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(i) REAL PARTY IN INTEREST 

The real party in interest is the assignee of the inventor's interest, Rhodia Inc., a 
corporation formed under the laws of United States of America having a principal address in 
Cranbury, New Jersey. 

(ii) RELATED APPEALS AND INTERFERENCES 

There is no known prior or pending appeals, judicial proceedings or interferences, known 
to Appellant, his assignee, or undersigned counsel which may be related to, directly affect, or be 
directly affected by, or have a bearing on the Board's decision in the pending appeal. 

(iii) STATUS OF CLAIMS 

Claims 2-4, 8, 33-34 and 37 stand finally rejected and are the subject matter of this 

appeal. 

Claims 1, 5-7, 9-32, 35-36 and 38-42 all the remaining claims in the application, have 
been canceled. 

(iv) STATUS OF AMENDMENTS 

No amendment has been filed subsequent to the final rejection. However, a Request for 
Reconsideration was filed in response to the Final Rejection and was considered as noted in the 
Advisory Action dated June 8, 2010. 

( v ) SUMMARY OF CLAIMED SUBJECT MATTER 

The invention as defined in the sole independent claim, claim 37, is directed to a tablet 
formed by compressing in a tableting press, a free flowing granular composition comprising 
from about 85% by weight to about 97.5% by weight of the pharmaceutical guaifenesin; 
(Specification, page 5, lines 4 and 20-21). 

Prior to the present invention, known guaifenesin compositions exhibited ingredients 
flow properties, that is, prior composites tended to flow relatively slowly or only with the aid of 
agitations (Specification, page 2, lines 10-14). In addition, the resultant tablets tended to exhibit 
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high friability, unacceptably low hardness, and tended to exhibit "capping", that is cracking and 
separation of part of the dosage form of the tablet (Specification page 2, lines 5-10). 

Thus, the present appellants undertook the discovery of compositions of guaifenesin 
which would be suitable to form a tablet exhibiting less than 1% friability (specification, page 3, 
lines 9-12), a hardness in the range of 10.3 to 17.0 kp Specification, page 25 Table 2a) and 
resistant to capping (Specification, page 25, Table 2a (capping = 0)); formed by direct 
compression in a tableting press operating at no more than 2.5 tons (Specification, page 13, lines 
11-12) 

In order to achieve such a tablet, applicant provided a composition of about 85% to about 
97.5% guaifenesin, about 1.0 to about 7% by weight of a polyvinylpyrrolidone binder 
(Specification, page 5, lines 7 and 28-31); about 0.2 to about 4% by weight of solubilizer, or 
disintegrant or solubilizer and disintegrant (page 5, lines 10-12) and from about 0.1 to about 2% 
of a lubricant (Specification, page 5, lines 16-18) in a certain particulate form such that a free 
flowing agglomerate of the guaifenesin and polyvinylpyrrolidone binder exhibts a flow rate 
greater than or equal to 6.5 gram/second as measured in VanKel flowmeter (Specification, page 
11, lines 26-30). 

The certain particulate form as defined in independent claim 1 is such that 0% of the 
particles exhibit a particle size greater than 425 micrometers and greater than about 85% by 
weight of the particles exhibit a particle size greater than about 45 micrometers. See guaifenesin 
powder denoted as GP-A (made by the assignee Rhodia Inc) (Specification, page 13, lines 18-20 
and tin the table at the top of page 14). 

(vi) GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

The rejection of claims 2-4, 8, 33, 34 and 37 under 35 U.S.C. 103(a) as being 
unpatentable over Blume et al. (U.S. Patent 6,372,252) in view of Dansereau et al. (U.S. Patent 
5,032,406), Troy et al (U.S. Patent 3,627,583), and Wilbur et al. (U.S. Patent 6,623,756); or 
alternatively over Blume et al in view of Dansereau et al. and Wilbur et al. 
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(vii) ARGUMENT 

Blume is alleged to teach immediate and sustained release compositions comprising 
guaifenesin. This composition is in the form of a tablet having two portions, a first portion beign 
an immediate release formulation of guaifenesin and the second portion being a sustained release 
formulation of guaifenesin (see abstract). Blume uses a hydrophilic polymer (a hydroxypropyl 
methylcellulose) (Specification, column 5, line 36 to column 6, line 23). The Examiner concedes 
(Final Rejection, page 3, line 8) that "Blume fails to teach granulation of guaifenesin with 
polyvinylpyrrolidone. 

Apart from the Examiner's concession, applicant urges that Blume is not concerned with 
improving the properties of guaifenesin tablets to exhibit low friability, high hardness and 
resistance to capping of the presently claimed tablets. In fact, Blume' s granulation is quite unlike 
that of the present invention (See column 8, lines 19-23). While Blume uses screen sizes rather 
than describing his particle size distribution, applicant had provided, with the RCE, filed October 
26, 2007, an excerpt from Perry's Chemical Engineers Handbook, Sixth Edition, 1984 (page 21- 
15) Table 21-6 identifying sieve designation (screen size) and the resulting particle size. (A copy 
is attached in the Evidence Appendix from the Board's convenience). 

There, it is shown that Blume's granulate, 10% of which is retained on a 10 mesh screen 
which has openings of 2.00mm (200 microns) is substantially larger than applicants largest 
particle size (0% greater than 425 micrometers). In fact, Blume's 100 mesh screen (150 
microns) means that 60% of Blume's particle size lies within the range of 150-200 microns. 
This is in no way equivalent to the claimed range of independent claim 37. 

What is important about these limitations on the nature of the agglomerate is that only 
these particular limitations can produce a tablet under relatively low pressure (not more than 2.5. 
tons) which exhibits less than 1% friability, a hardness in the range of 10.3 to 17.0 kp and is 
resistant to capping). 
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Having now compared the teachings of Blume with only independent claim 37, it can be 
seen that Blume clearly does not teach an agglomerate of guaifenesin and polyvinylpyrrolidone , 
Blume specifically teaches that his granulation far exceeds the maximum particle size permitted, 
i.e. Blume states his granulation has "not more than about 10% of the resulting granulation is 
retained on a 10 mesh screen" (about 2.0mm)- more than 400% larger than that permitted in the 
instant claim (see column 8, lines 22-23 of Blume et al). While it is stated in Blume that the 
resulting formulation "may further be compressed on a tablet compressing machine using tooling 
to form tablets (Blume, column 8, lines 36-37) no disclosure of the pressure of the tabelting 
press, nor of the resulting tablet properties as far as hardness, capping and friability can be found 
within the four corners of the Blume et al. reference. 

Faced with the serious deficiencies of the Blume et al. reference as a basic teaching 
reference for the claimed invention, the Examiner then attempts to cobble together the previously 
discussed Dansereau et al with the Troy et al. and Wilbur references. Even these references do 
not establish a prima facie case of obviousness. 



Dansereau teaches a dual action tablet for immediate and sustained release, comprising 
an outer tablet and an inner tablet, respectively, where the inner tablet comprises guaifenesin 
and polyvinylpyrrolidone (PVP), citing Example 1 . 

Dansereau, like Blume, contains no disclosure, that would lead one or ordinary skill in 
the art to overcome the deficiencies of prior art guaifenesin tablets and thus provides no 
disclosure of tableting conditions, nor even granulation formulations relating to particle size or 
particle size distributions. At best, Dansereau could be said that it is possible to tablet 
guaifenesin with a PVP binder, but provide no other teaching of the limitations of the claimed 
invention. 

Recognizing these deficiencies, the Examiner attempts to combine Blume and Dansereau 
with Wilber; or alternatively Wilber and Troy. However, neither of these alternatives establish a 
prima facie case of obviousness. 
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Rejections based upon 35 U.S.C. 103 (a) are factual in nature. The Examiner has the 
initial burden of establishing the factual bases of the limitations recited in the claims. 

Rejections is based on 35 U.S.C § 103 must rest on a factual basis; In re Warner, 379 
F.2d 1011 (CCPA 1967) 

Therein the court stated, Warner, supra at 1017: 

"In making such rejections, the Examiner has the initial duty of supplying the requisite 
factual basis and may not, because of doubts that the invention is patentable, resort to 
speculation, unfounded assumptions or hindsight reconstruction to supply deficiencies in the 
factual basis". 

For example, while it is apparent that the Examiner's citation to Wilber et al. is aimed at 
teaching an agglomerate of the claimed particle range , it appears that the Examiner clearly 
miscomprehends Wilber et al. and any attempt at reliance on Wilber et al, is clearly misplaced, 
insofar as the portion cited by the Examiner e.g., column 4, lines 44-48, is not directed to an 
agglomerate at all, and certainly not an agglomerate comprising guaifenesin and a binder, but 
rather is to the physical properties of the rheology modified polymer or co-polymer alone . 

If the Examiner would have read beyond line 48, of column 4 it is clearly stated by 
Wilber et al. that "desirably, the particle or granular size of the one or more polymers or co- 
polymers can be classified as falling within size ranges as defined by U.S. standard mesh 
screens. For example, the particle size of the granulated rheology modifying polymers or 
copolymers is generally that which falls through 40 mesh but is retained on 200 mesh..." 
(compare these mesh sizes with the corresponding micrometer equivalents in the aforementioned 
Perry's Chemical Engineer's Handbook in the Evidence Appendix). 

Although the Examiner needs to find an agglomerate of the particle size as claimed, all 
that Wilber et al teach is the rheology modifying polymer or copolymer having the described 
particle size identified at column 4 lines 48 to column 5 line 10 . If the Examiner would have 
continued her reading through the potential active ingredients which can be incorporated with the 
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reheology modified polymer or copolymer, beginning at column 5, line 53 through column 7, 
line 49, it will be seen that Wilber et al. only suggest that "the slightly cross-linked one or more 
reheology modifying polymer or copolymers [having the particle size described above at column 
4, lines 48 to column 5, line 10], the one or more active ingredients [of no specified particle size] 
as well as the one or more excipients are mixed in any conventional manner to produce a blend" 
see column 7, lines 58-61. The particle sizes of the resulting blends are never disclosed . Thus, 
there is absolutely no disclosure of the particle size of the resulting agglomerate of an active 
ingredient and of reheology modified polymer or copolymer in Wilber et al. Of course, no 
tableting limitations, such as a press of no more than 2.5 tons, nor the resulting friability, 
hardness or capping properties of the resulting tablet are provided by the Wilber et al disclosure. 

Therefore, while the Examiner believes that she was citing particle sizes of an 
agglomerate of a guaifenesin and binder, all that she was citing was the particle size of the binder 
absent the guaifenesin . When the prior art does describe the blending of the guaifenesin and 
binder, his disclosure is fatally defective as to the particle size of any resulting agglomeration of 
guaifenesin and binder, is silent as to the parameters upon which the tableting press operates and 
clearly does not specify the conditions recited in the claims and is similarly silent s to the 
properties of the resulting tablet. 

Troy is not even concerned with guaifenesin tablets. 

Troy is not at all directed to compositions comprising guaifensin, but rather tableting 
sugar. In fact, Troy is solely directed to compressing sugar agglomerates for production of 
tablets (see column 1, lines 53-55) and would not at all teach those skilled in the art how to form 
a high content particulate guaifenesin composition comprising between about 85- 97.5% by 
weight guaifenesin as instantly claimed in the independent claim. 

All that the Examiner has attempted to do is find isolated bits and pieces of the invention 
from among the collection of art that the Examiner has searched, but even when that collection is 
combined, it still does not establish the limitations of the claimed invention. For example, the 
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Examiner attempts to cite Troy as showing agglomerates ranging in particle size from "about 325 
to about 12 mesh" [about 1.68mm to about 44 microns-source Perry's Chemical Engineers 
Handbook sixth edition, cited in the Evidence Appendix] and column 1, lines 59-61 of Troy. 
However, such teachings do not correct the deficiencies of Blume and Dansereau. Applicants' s 
claims and particularly the particle size distribution as recited in claim 37 clearly distinguish the 
particle size distribution as limitations of the claims. More importantly, Troy et al is directed to 
tableting sugar, not guaifenesin and thus his teaching of agglomerate size for sugar has no 
relation to the instantly claimed invention. 

Accordingly, there is nothing in the proposed combination of references that would even 
hint at producing a high weight guaifenesin tablet for agglomerates of guaifenesin and polyvinyl 
pyrrolidone from a composition as instantly claimed. Thus, it can be seen that even though the 
Examiner has cobbled together 4 references, the totality of the teachings of these references still 
fail to show either: the percentage of guaifenesin or the particle size distribution of agglomerates 
of guaifenesin and polyvinylpyrrolidone binder or the properties of the resulting tablets. Thus, 
there can clearly be no prima facie case of obviousness established for the claimed invention. 



As neither Troy nor Wilber, individually or collectively teach that control of granulation 
size of a guaifenesin containing flowable particulate composition overcomes the problems of 
prior art guaifenesin containing compositions (as in Blume and Dansereau) their combination 
with the Troy and/or Wilber references, still fails to teach the limitations of the claimed 
invention. 



(viii) CONCLUSION 

Again, the Examiner's statement of obviousness is merely conclusory but she makes no 
attempt at satisfying her burden of establishing a factual basis to support the naked conclusion of 
obviousness. 
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For the foregoing reasons, reversal of all rejections by the Board are respectfully 
requested. 

(ix) CLAIMS APPENDIX 

A copy of the claims on Appeal can be found in claims Appendix 

(x) EVIDENCE APPENDIX 

A copy of the excerpt from Perry's Chemical Engineer's Handbook, sixth Ed, referenced in the 
Brief is attached. 

(xi) RELATED PROCEEDING APPENDIX 
Not applicable 



Respectfully submitted, 




Thomas P. Pavelko 



Date: August 24, 2010 

Atty Docket No. 8439.017.US0000 
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APPENDICES 

The following Appendices are attached to and made a part of this brief: 



Appendix A Claims on Appeal 

Appendix B Evidence-Excerpt from Perry's Chemical Engineers Handbook, 

sixth Edition 

Appendix C Related Proceedings (N/A) 
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APPENDIX A; Claims on Appeal 
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2. The tablet of claim 37, wherein the composition comprises guaifenesin, 
polyvinlpyrrolidone binder, a solubilizer, a glidant, and a lubricant. 

3. The tablet of claim 37, wherein the composition comprises guaifenesin, 
polyvinylpyrrolidone binder, a maltodextrin, a silica, and stearic acid. 

4. The tablet of claim 37, wherein the composition, based on the total weight of 
dry ingredients, from about 85 to about 97.5 percent by weight guaifenesin, from about 
1.0 to about 7 percent by weight polyvinylpyrrolidone binder, from about 0.2 to about 4 
percent by weight of a solubilizer or a disintegrant or a solubilizer and a disintegrant, 
from about 0.1 to about 2 percent by weight of a glidant, and from about 0.1 to about 2 
percent by weight of a lubricant. 

8. The tablet of claim 37, wherein the composition exhibits a flow rate of greater 
than or equal to 6.5 grams per second, as measured using a VanKel flowmeter. 

33. The tablet of claim 37, wherein the composition comprises, based on the total 
weight of dry ingredients, from about 85 to about 97.5 percent by weight guaifenesin, 
from about 1.0 to about 7 percent by weight polyvinylpyrrolidone binder, and from 
about 0.2 to about 4 percent by weight of solubilizer, or disintegrant, or solubilizer and 
disintegrant. 

34. The tablet of claim 33, wherein the composition further comprises from about 
0.1 to about 2 percent by weight of a glidant, and from about 0.1 to about 2 percent 
by weight of a lubricant. 
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37. A tablet formed by compressing in a tableting press a free flowing granular 
composition comprising an agglomerate of guaifensesin and a binder therefore, said 
binder comprising from about 1.0 to about 7% by weight polyvinylpyrrolidone, and 
from about 0.2 to about 4% by weight of solubilizer, or distintegrant, or solubilizer and 
disintegrant; and from about 0.1 to about 2 wt % of a lubricant; wherein the free 
flowing agglomerate exhibits a flow rate greater or equal to 6.5 grams per second as 
measured in a VanKel flowmeter and direct compression tableted in a tableting press 
operating at no more than 2.5 tons, to produce a tablet exhibiting less than 1% friability, a 
hardness in the range of 10.3 to 17.0 kp, and resistant to capping, said composition 
comprising particles having a sieve analysis, based on the total weight of the components 
of the composition, wherein 0% by weight of the particles exhibit a particle size greater 
than 425 micrometers and greater than about 85% by weight of the particles exhibit a 
particle size of greater than about 45 micrometers, and the composition comprises from 
about 85% by weight to about 97.5% by weight guaifenesin. 
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APPENDIX B: Evidence Appendix under 37 CFR §41.37(c)(l)(ix) 
Perry's Chemical Engineer's Handbook, sixth Ed 
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APPENDIX C: Related Proceedings Appendix under 37 CFR §41.37(c)(l)(x) 
N/A 
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